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Election/Restrictions 

1 . Restriction is required under 35 U.S.C. 121 and 372. 

This application contains the following inventions or groups of inventions which 
are not so linked as to form a single general inventive concept under PCT Rule 13.1 . 

In accordance with 37 CFR 1 .499, applicant is required, in reply to this action, to 

elect a single invention to which the claims must be restricted. 

Group I, claims 1 -8 and 1 1 , drawn to methods or determining risk of developing 
thrombosis by assaying for one or more polymorphisms. 

Group II, claims 9 and 10, drawn to a nucleic acid encoding an EPCR receptor 
and a kit comprising primers for amplifying polymorphisms in the EPCR receptor. 

2. The inventions listed as Groups l-ll do not relate to a single general inventive 
concept under PCT Rule 13.1 because, under PCT Rule 13.2, they lack the same or 
corresponding special technical features for the following reasons: 

A 371 case is considered to have unity of invention only when there is a technical 
relationship among those inventions involving one or more of the same or 
corresponding technical features. The expression "special technical feature" means 
those technical features that define a contribution which each of the claimed inventions, 
considered as a whole, makes over the prior art. In the instant application, the claimed 
inventions do not share a linking technical feature because the EPCR gene, 
polymorphisms in the EPCR gene that are correlated with thrombosis and the particular 
polymorphisms set forth in the claims were known in the prior art at the time the 
invention was made. For example, Hayashi (1999; cited in the IDS) teaches the 
isolation and sequence of the human EPCR gene. Hayashi discloses the technical 
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feature of invention II of primers useful for amplifying a portion of the EPCR gene which 
includes the polymorphisms at positions 1651, 3610, 4216 since Hayashi teaches 
primers that amplify EPCR nucleic acids, including the primer that hybridizes to 
nucleotides 538-557 which can be extended to synthesize a strand that includes 
positions 1651, 3610 and 4216 (see Table 1). Further, Espana (2001; cited in the IDS) 
teaches a polymorphism in the EPCR gene that is associated with risk of thrombosis. 
Thereby, the technical feature of methods for detecting a polymorphism in the EPCR 
gene as diagnostic of risk of thrombosis was known in the prior art at the time the 
invention was made. The individual polymorphisms recited in the method of Group II do 
not share a corresponding technical feature because each of the polymorphisms differs 
from one another with respect to their nucleotide identity, their location in the EPCR 
gene, and their biological effect and activity. Thereby, the polymorphisms do not share 
both a common structure and activity as is required to show that they are of a similar 
nature. Further, the polymorphisms in the EPCR gene were known at the time the 
invention was made - see, for example, the NCBI SNP Database reference SNP 
reports for rs9574, rs2069950, rs94560, rs2069948, rs867186, rs206945, and rs206944 
(cited in the IDS). Thus, there is no special technical feature linking the recited groups, 
as would be necessary to fulfill the requirement for unity of invention. 
3. Further restriction requirement applicable to invention I and II 

This application contains claims directed to more than one species of the generic 
invention. These species are deemed to lack unity of invention because they are not so 
linked as to form a single general inventive concept under PCT Rule 13.1. 
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The species are the individual polymorphisms and the combination of 
polymorphisms of the polymorphisms at positions 1651, 3610, 4216 and 6936 (claim 1), 
and the combination of polymorphisms at positions 1651, 3610, 4216, 6936, 3787, 
4868, 5233, 5760, 6333, 7014, 7968, 7999 (claim 2), the polymorphisms that make up 
the A1 , or A2 or A3 haplotype (claim 1 1 ), and the one or more polymorphisms selected 
from the polymorphisms at positions 1651, 3610, and 4216 (claim 10). 

The claims encompass many subcombinations which are disclosed as usable 
together in a single combination and which are also separately usable. For example, 
consider the following combinations of "one or more" polymorphisms as disclosed in 
claim 1: 

Subcombination (A): the polymorphism at 1651 

Subcombination (B): the polymorphism at 3610 

Combination (A+B): the polymorphism at 1651 and 3610 
Each of the combinations of genes is related as subcombinations disclosed as 
usable together in a single combination. The subcombinations are distinct if they do not 
overlap in scope and are not obvious variants, and if it is shown that at least one 
subcombination is separately usable. In this case subcombinations (A) and (B) do not 
overlap in scope and there is no evidence on the record to suggest that they are 
obvious variants of one another. The subcombinations are separately usable as 
evidenced by their presentation in the alternative within the claims. So, 
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subcombinations (A) and (B) are distinct. See MPEP § 806.05(d). 

These subcombinations are also distinct from the combination which comprises 
them because the combination does not require the particulars of the subcombination 
as claimed to show novelty or unobviousness and the subcombinations have utility by 
themselves or in another combination. The fact that the claim encompasses an 
embodiment which relies on only subcombination (B) is evidence that the details of 
subcombination (A) are not required for patentability of the combination (A+B), and 
likewise, the fact that the claim encompasses an embodiment which relies on only 
subcombination (A) is evidence that the details of subcombination (B) are not required 
for patentability of subcombination (A+B). The fact that the claim encompasses 
embodiments which use only subcombination (A) or subcombination (B) is evidence 
that the subcombinations have utility by themselves. 

This example particularly discusses only the combinations (A), (B) and (A+B), but 
the same analysis could be applied to each of the different subcombinations and 
combinations set forth in the instant claims. 

Each polymorphism differs from one another with respect to their nucleotide 
identity, their location and their biological effect or activity. The polymorphisms thereby 
do not share both a common structure and activity as is required to establish that they 
are of a similar nature. Further, each polymorphism must be searched by a separate 
query of the sequence and literature databases. Because the numbering of the EPCR 
gene is variable in the prior art, because this gene and the polymorphisms present 
therein are referred to by different acronyms and names, and because polymorphisms 
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are often found only in tables and thereby may only be identified by reviewing each 
individual table within a reference or a supplemental table, a search for more than one 
of the individual polymorphisms or combinations of polymorphisms would pose a 
serious burden on the Office. See MPEP 808.02(C). 

Accordingly, if Applicant elects Group I, Applicant is required to select 
either one of the individual polymorphisms or one of the combination of 
polymorphisms recited in claim 1, or the haplotype recited in claim 2, or the 
individual polymorphism at position 4216 and one of the haplotypes of A1, A2 or 
A3. If Applicant elects Group II, then Applicant is required to select either one or a 
particular combination the polymorphisms recited in claim 10. 

This restriction requirement is predicated on the fact that the methods and kits 
which require different polymorphisms do not appear obvious over one another. Should 
applicant traverse on the ground that the different genes or different combinations of 
genes are not patentably distinct over each other , applicant should submit evidence or 
identify such evidence now of record showing the inventions to be obvious variant over 
each other or clearly admit on the record that this is the case. In either instance, if the 
examiner finds one of the inventions unpatentable over the prior art, the evidence or 
admission may be used in a rejection under 35 U.S.C. 103(a) of the other inventions. 

The examiner has required restriction between subcombinations usable together. 
Where applicant elects a subcombination and claims thereto are subsequently found 
allowable, any claim(s) depending from or otherwise requiring all the limitations of the 
allowable subcombination will be examined for patentability in accordance with 37 CFR 
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1 .104. Applicant is advised that if any claim presented in a continuation or divisional 
application is anticipated by, or includes all the limitations of, a claim that is allowable in 
the present application, such claim may be subject to provisional statutory and/or 
nonstatutory double patenting rejections over the claims of the instant application. 

Applicant is required, in reply to this action, to elect a single species to which the 
claims shall be restricted if no generic claim is finally held to be allowable. The reply 
must also identify the claims readable on the elected species, including any claims 
subsequently added. An argument that a claim is allowable or that all claims are 
generic is considered non-responsive unless accompanied by an election. 

Upon the allowance of a generic claim, applicant will be entitled to consideration 
of claims to additional species which are written in dependent form or otherwise include 
all the limitations of an allowed generic claim as provided by 37 CFR 1.141. If claims 
are added after the election, applicant must indicate which are readable upon the 
elected species. MPEP § 809.02(a). 
Claims 1-1 1 read on the species set forth above. 
The following claim(s) are generic: No claims. 

The species listed above do not relate to a single general inventive concept 
under PCT Rule 13.1 because, under PCT Rule 13.2, the species lack the same or 
corresponding special technical features for the following reasons: Each of the recited 
chemotherapeutic drugs differ with respect to their chemical structure and with respect 
to the effect of a polymorphism on response to treatment with the drugs. 
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4. Applicant is reminded that upon the cancellation of claims to a non-elected invention, 

the inventorship must be amended in compliance with 37 CFR 1 .48(b) if one or more of 

the currently named inventors is no longer an inventor of at least one claim remaining in 

the application. Any amendment of inventorship must be accompanied by a request 

under 37 CFR 1 .48(b) and by the fee required under 37 CFR 1 .1 7(i). 

The examiner has required restriction between product and process claims. 
Where applicant elects claims directed to the product, and the product claims are 
subsequently found allowable, withdrawn process claims that depend from or otherwise 
require all the limitations of the allowable product claim will be considered for rejoinder. 
All claims directed a nonelected process invention must require all the limitations of an 
allowable product claim for that process invention to be rejoined. 
In the event of rejoinder, the requirement for restriction between the product claims and 
the rejoined process claims will be withdrawn, and the rejoined process claims will be 
fully examined for patentability in accordance with 37 CFR 1 .104. Thus, to be allowable, 
the rejoined claims must meet all criteria for patentability including the requirements of 
35 U.S.C. 101, 102, 103 and 112. Until all claims to the elected product are found 
allowable, an otherwise proper restriction requirement between product claims and 
process claims may be maintained. Withdrawn process claims that are not 
commensurate in scope with an allowable product claim will not be rejoined. See MPEP 
§ 821 .04(b). Additionally, in order to retain the right to rejoinder in accordance with the 
above policy, applicant is advised that the process claims should be amended during 
prosecution to require the limitations of the product claims. Failure to do so may result 
in a loss of the right to rejoinder. Further, note that the prohibition against double 
patenting rejections of 35 U.S.C. 121 does not apply where the restriction requirement 
is withdrawn by the examiner before the patent issues. See MPEP § 804.01 . 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Carla Myers whose telephone number is 571-272-0747. 
The examiner can normally be reached on Monday-Thursday (6:30-5:00). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James (Doug) Schultz can be reached on 571-272-0763. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
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Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/ Carla Myers / 

Primary Examiner, Art Unit 1634 



